‫-8ف‬fold less PrP106 developed signs of CNS dysfunction at ‫005ف‬ days (Table 1) 
Several lines of evidence argue two large deletions was expressed in transgenic (Tg)
that PrP106 ‫-8ف‬fold less PrP106 developed signs of CNS dysfunction at ‫005ف‬ days (Table 1) ameter vacuoles, of the stratum radiatum in four of seven mice ( Figure 2D ). In the remaining three mice, infrequent vacuoles were less than 5 m in diameter, but there was severe loss of nerve cell bodies in the pyramidal cell layer of the hippocampus. In all seven mice, there was intense reactive astrocytic gliosis ( Figure 2E ). It is noteworthy that the diminished vacuolation in CreutzfeldtJakob disease (CJD) has been correlated with the loss of neurons in human brain (Masters and Richardson,  1978) . On second passage, RML106 prions produced mild or no vacuolation in the hippocampal stratum radiatum in association with severe loss of pyramidal neurons ( Figure 2G ), but reactive astrocytic gliosis was intense ( Figure 2H ) in all four mice examined. The extreme loss (Table 2) (PrP106) at 216 nm. FTIR spectroscopy of recombinant PrP106 yielded estimates of 25%-36% ␣ helix and 31%-46% Prnp 0/0 mice using concentrations of Sarkosyl varying from 0.5% to 10%. A large number of additional anionic, ␤ sheet depending upon the pH ( Figure 6B ). The refolded rPrP106 also displayed a partial resistance to proteinase cationic, and nonionic detergents that were used either alone or in combination in earlier studies were also inef-K digestion, which is also consistent with the propensity to form a structure rich in ␤ sheet (data not shown). fective (Wille and Prusiner, 1999).
Although refolded rPrP106 appeared soluble at a concentration of 10 mg/ml, the protein formed relatively Figure 7C, lanes 1 and 2) . Prnp 0/0 mice seen after hydrolytic autoclaving (Figures 2C) Figures 7A and 7C, lanes 1 and 2) (Figure 4, lane 2) (Table 2) .
Deletion Mutations Discussion
We initially deleted the N-terminal residues 23-88 because limited proteolysis removes these amino acids The studies reported here with PrP106 establish that from PrP Sc without altering prion infectivity ( 
ScN2a cells. Because the transmission of RML prions
Derivation of N2a and ScN2a Sublines Centricon 10 unit (Amicon; Beverly, MA) to 1 mg/ml and then diluted to 0.25 mg/ml to obtain CD spectra. Spectra were collected at room without Postinfection Cloning Mouse neuroblastoma (N2a) cells obtained from the ATCC were temperature with a spectropolarimeter using a 0.1 cm path length. cloned by dilution into 96-well plates and then expanded into clonal sublines. Sublines were grown in Dulbecco's modified Eagle's media Negative Stain and Electron Microscopy with 4.5 g/l glucose supplemented with 10% FBS, 100 U penicillin, Sample preparation was done on carbon-coated 600 mesh copper and 100 mg/ml streptomycin. Sublines were inoculated into 24-grids that were glow discharged for 30 s prior to staining. 
